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- The MAILING DATE of this communication appears on the cover sheet with the correspondence address - 
Period for Reply 



A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 1 33). 
Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

1 )E] Responsive to communication(s) filed on 27 December 2004 and 13 September 2004 . 
2a)D This action is FINAL. 2b)^ This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 1 1, 453 O.G. 213. 

Disposition of Claims 

4) ^ Claim(s) 1-50 is/are pending in the application. 

4a) Of the above claim(s) 1-8. 12-14. 17. 19. 39-50 is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) E3 Claim(s) 9-11.15.16.18 and 20-38 is/are rejected. 

7) D Claim(s) is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 

10)D The drawing(s) filed on is/are: a)D accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 

Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1 .121 (d). 
1 1 )□ The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-1 52. 

Priority under 35 U.S.C. § 119 

12)Q Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(aMd) or (f). 
a)D All b)Q Some * c)D None of: 

1 .□ Certified copies of the priority documents have been received. 

2. D Certified copies of the priority documents have been received in Application No. . 

3. D Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 



Attachment(s) 

1 ) ^ Notice of References Cited (PTO-892) 4) □ Interview Summary (PTO-41 3) 

2) □ Notice of Draftsperson's Patent Drawing Review (PTO-948) Paper No(s)/Mail Date. .. 

3) ^ Information Disclosure Statement(s) (PTO-1 449 or PTO/SB/08) 5) □ Notice of Informal Patent Application (PTO-1 52) 

Paper No(s)/Mail Date 6/27/02 . 6) $ Other: bf "f" A 

U.S. Patent and Trademark Office 

^^^>TOL-326 (Rev. 1-04) Office Action Summary Part of Paper No./Mail Date 20050315 
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DETAILED ACTION 

Election/Restrictions 

Applicant's election with traverse of group II in the reply filed on 13 September 
2004 is acknowledged. The traversal is on the ground(s) that all of the six groups stem 
from a common concept and theory, and are thus related. As such, examination of all 
pending claims would not put a serious burden on the examiner. This is not found 
persuasive because each different inventions use different active ingredients for 
different effects as explained in the previous Office action, and search of all six different 
invention put a serious burden on the examiner. 

The requirement is still deemed proper and is therefore made FINAL. 

Claims 1-8, 39-50 are withdrawn from further consideration pursuant to 37 CFR 
1.142(b), as being drawn to a nonelected invention, there being no allowable generic or 
linking claim. Claims 12-14, 17, 19 are withdrawn from further consideration pursuant to 
37 CFR 1.142(b), as being drawn to a nonelected species, there being no allowable 
generic or linking claim. 

Claims 1-50 are pending, and claims 9-11, 15, 16, 18, 20-38 are examined to the 
extent they are drawn to the elected species of measuring cellular proliferation. The 
species election requirement of the different cell lines in claim 29, as set forth in page 3 
of the Office action mailed on 8/17/2004, is withdrawn and the search is expanded to 
other cell lines. 

Claim Rejections - 35 USC §112 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 
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The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claims 9-11,15,16,18, 20-38 are rejected under 35 U.S.C. 1 1 2, second 
paragraph, as being indefinite for failing to particularly point out and distinctly claim the 
subject matter which applicant regards as the invention. 

Claims 9-11, 15, 16, 18, 20-38 are rejected under 35 U.S.C. 112, second 
paragraph, as being incomplete for omitting essential steps, such omission amounting 
to a gap between the steps. See MPEP § 2172.01 . The omitted steps are: a step that 
accomplishes the purpose stated in the preamble of the claims. In other words, the 
claims are missing a step of identifying a compound based on the step (ii). 

Claim 9 recites ""under stringent conditions" but it is not clear what the metes and 
bounds are. The specification at page 15, lines 4-7 discloses "The phrase under 
stringent hybridization conditions refers to conditions under which a probe will hybridize 
to its target subsequence, typically in a complex mixture of nucleic acids, but to no other 
sequences. Stringent conditions are sequence-dependent and will be different in 
different circumstances." This definition does not reasonably set the claimed property 
boundary by the limitation. Since what will hybridize would be dependent upon to the 
hybridization conditions being used, the scope of the claimed invention is indefinite. All 
the dependent claims, except claim 33 drawn to only one species, are also rejected. 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

. The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 
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Claims 9-11, 15, 16, 18, 20-32, and 34-38 are rejected under 35 U.S.C. 112, first 
paragraph, as failing to comply with the written description requirement. The claim(s) 
contains subject matter which was not described in the specification in such a way as to 
reasonably convey to one skilled in the relevant art that the inventor(s), at the time the 
application was filed, had possession of the claimed invention. 

This rejection is made because the claimed invention is interpreted as drawn to 
method of identifying a useful compound using a genus of polypeptides encoded by 
nucleic acids that hybridize under stringent conditions to a nucleic acid encoding SEQ 
ID NO:2. 

The applicable standard for the written description requirement can be found: 
MPEP 2163; University of California v. Eli Lilly, 43 USPQ2d 1398 at 1407; PTO Written 
Description Guidelines; Enzo Biochem Inc. v. Gen-Prove Inc., 63 USPQ2d 1609; Vas- 
Cath Inc. v. Mahurkar, 19USPQ2d 1 1 1 1 ; and University of Rochester v. G.D. Searle & 
Co., 69 USPQ2d 1 886 (CA FC 2004). 

To provide adequate written description and evidence of possession of a claimed 
genus, the specification must provide sufficient distinguishing identifying characteristics 
of the genus. The factors to be considered include disclosure Of complete or partial 
structure, physical and/or chemical properties, functional characteristics, 
structure/function correlation, methods of making the claimed product, or any 
combination thereof. In this case, the only factor present in the claims is a partial 
structure in the form of hybridization under the undefined conditions. The claims do not 
define any function associated with the claimed genus. Accordingly, in the absence of 
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sufficient recitation of distinguishing identifying characteristics, the specification does 
not provide adequate written description of the claimed genus. 

Claims 9, and 35 are rejected under 35 U.S.C. 112, first paragraph, as failing to 
comply with the enablement requirement. The claim(s) contains subject matter which 
was not described in the specification in such a way as to enable one skilled in the art to 
which it pertains, or with which it is most nearly connected, to make and/or use the 
invention. 

This rejection is made because the Office interprets the claimed invention as 
drawn to method of identifying an antisense that modulates cellular proliferation 
comprising the steps of contacting an antisense to a SAK polypeptide and determining 
the functional effect of the antisense upon the polypeptide. 

The factors considered when determining if the disclosure satisfies the 
enablement requirement and whether any necessary experimentation is Aundue= 
include, but are not limited to: 1 ) nature of the invention, 2) state of the prior art, 3) 
relative skill of those in the art, 4) level of predictability in the art, 5) existence of working 
examples, 6) breadth of claims, 7) amount of direction or guidance by the inventor, and 
8) quantity of experimentation needed to make or use the invention. In re Wands, 858 
F.2d 731, 737, 8 USPQ2d 1400, 1404 (Fed. Cir. 1988). 

The specification does not teach any method of screening an antisense by 
contacting an antisense to a SAK protein. Antisense is defined as ""having a 
complementary sequence to a segment of genetic material (as mRNA) and serving to 
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inhibit gene function" by Merriam-Webster Online dictionary downed on 3-18-2005 from 
the url...http://wvvw.m-w.com/cgi-bin/dictionary?book=Dictionary&va=antisense. This 
definition indicates that an antisense works at the nucleic acid expression level. In other 
words, contacting an antisense to "a SAK polypeptide" would not have any effect. The 
Office cites US 5,650,501 A (22 July 1997) to show the state of art involving an 
antisense. The '501 patent teaches at columns 26-27 (Example 4) that a method of 
transfecting an antisense in order to inhibit an SAK encoding gene expression. The 
'501 patent teaches an antisense inhibits nucleic acid (gene) expression. 

Considering the unpredictable state of art, no guidance, no examples in the 
specification how to use the instantly claimed invention, broad breath of the claims, it is 
concluded that undue experimentation is required to practice the invention. 

Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

Claims 9-11, 15, 16, 18, 24-32, 34, 36, and 37 are rejected under 35 
U.S.C. 102(b) as being anticipated by US 5,650,501 A (IDS AA filed on 06/27/002, 22 
July 1997, the '501 patent from now on). 

Claims 9-11, 15, 16, 18, 20, 24-32, 34, 36, and 37 are broadly interpreted as 
drawn to method of identifying a useful compound by determining the phenotypic effect 
of said compound in cellular proliferation when said compound is contacted with a SAK 
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polypeptide encoded by a nucleic acid hybridizes under stringent conditions to the 
nucleic acid encoding the instant SEQ ID NO:2 protein. 

The '501 patent teaches SEQ ID NO:3 (a human cDNA) encoding SEQ ID NO:4 
(a human SAK protein) that meets the instantly claimed limitation of "a SAK polypeptide 
encoded by a nucleic acid hybridizes under stringent conditions to the nucleic acid 
encoding the instant SEQ ID NO:2 protein". Note that the attached sequence alignment 
(Exhibit A) showing that instant SEQ ID NO:2 and the N-terminal half of SEQ ID NO:4 of 
the '501 patent have about 90 % homology in protein level, and instant SEQ ID NO:1 
and SEQ ID NO:3 of the '501 patent have about 80.9 % local similarity. The Office does 
not have the facilities and resources to provide the factual evidence needed in order to 
establish that SEQ ID NO:3 of the '501 patent does not hybridize under the indefinite 
hybridization conditions to the instant SEQ ID NO:1 . In the absence of evidence to the 
contrary, the burden is on the applicant to prove that the claimed nucleic acid is different 
from those taught by the prior art and to establish patentable differences. See In re 
Best 562F.2d 1252, 195 USPQ 430 (CCPA 1977) and Ex parte Gray 10 USPQ 2d 1922 
(PTO Bd. Pat. App. & Int. 1989). 

As for the contacting a compound the polypeptide, the '501 patent discloses at 
the line bridging columns 1 and 2 that an antisense to block the expression of SAK 
inhibits cellular proliferation, i.e. "cell growth was suppressed", and at column 5 lines 5- 
40 discloses "the method comprises providing a known concentration of a 
serine/threonine kinase protein of the invention, or an isoform or part of the protein, 
incubating the kinase protein, isoform or part of the protein with a substance which is a 
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substrate of the kinase protein, or isoform or part of the protein, and a suspected 
agonist or antagonist substance, under conditions which permit the phosphorylation of 
the substrate, and assaying for phosphorylation of the substrate. In a second 
embodiment, the method comprises providing a known concentration of a 
serine/threonine kinase protein of the invention, or an isoform or part of the protein, 
incubating the kinase protein with a substance which is capable of binding to and 
activating the kinase protein, or isoform or part of the protein, and a suspected agonist 
or antagonist substance under conditions which permit the formation of substance- 
protein complexes, and assaying for activation of the kinase protein. The methods of the 
invention permit the identification of potential stimulators or inhibitors of cell proliferation 
which will be useful in the treatment of proliferative disorders." In other words, the 
invention is to discover the antagonist or agonist of cellular proliferation modulated by 
the activity of SAK polypeptide. 

Further, the '501 patent at column 5 line 23-25 teaches "Substance which affect 
cell proliferation may be identified", and "The invention provides a method for screening 
for substances having pharmaceutical utility in treatment and diagnosis of proliferative 
disorders". The '501 patent at column 14 teaches an antibody, method of using the 
antibody in determining cellular proliferation modulation at column 16, detailed 
screening assays for measuring cellular proliferation using the SAK polypeptides and 
other putative medically useful compounds of peptide and antibody from columns 17-20. 

As for instant claim 25, and the various cancer cells in claim 26-27, and cancer 
cells with p53 status of being wild type, the null, or mutant, the '501 patent teaches at 
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column 19 lines 52-67 "Substances which are capable of binding to the kinase protein of 
the invention or isoforms or parts thereof, particularly regulators, agonists and 
antagonists of the binding of regulators and substrates of Sak protein identified by the 
methods of the invention, antisense nucleic acid molecules of the invention, and 
antibodies of the invention may be used for stimulating or inhibiting cell proliferation. 
The regulators, agonists and antagonists, substrates etc. may accordingly be used to 
stimulate or inhibit cell proliferation associated with disorders including various forms of 
cancer such as leukemias, lymphomas (Hodgkins and non-Hodgkins), sarcomas, 
melanomas, adenomas, carcinomas of solid tissue, hypoxic tumors, squamous cell 
carcinomas of the mouth, throat, larynx, and lung, genitourinary cancers such as 
cervical and bladder cancer, hematopoietic cancers, head and neck cancers, and 
nervous system cancers". Since the instant specification is not about which cancer has 
null, or mutation, or wilt-type in p53, it is the Office's position that various cancer cells of 
the '501 patent have the different status in p53 gene. The Office does not have the 
facilities and resources to provide the factual evidence needed in order to establish that 
the various cancers of the '501 patent do not have the three different p53 status. This 
determination requires sequencing of all the cancers listed in the '501 patent. In the 
absence of evidence to the contrary, the burden is on the applicant to prove that the 
claimed cancer cells are different from those taught by the prior art and to establish 
patentable differences. See In re Best 562F.2d 1252, 195 USPQ 430 (CCPA 1977) and 
Ex parte Gray 10 USPQ 2d 1922 (PTO Bd. Pat. App. & Int. 1989). 
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As for claims 30, and 29, drawn to transformed cancer cell lines, the '501 patent 
at column 12, line 7 teaches "HeLa" cell. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

Claims 9, 15, and 20-23 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over US 5,650,501 A (22 July 1997) in view of US 5,959,081 A (28 
September 1999, the '081 patent from now on). 

Claims 9, 15, and 20-23 are interpreted as drawn to method of identifying a 
useful compound by determining whether or not said compound modulates cellular 
proliferation, when said compound is contacted with a SAK polypeptide encoded by a 
nucleic acid hybridizes under stringent conditions to the nucleic acid encoding the 
instant S.EQ ID NO:2 protein, wherein said cellular proliferation is determined by 
measuring DNA synthesis or measuring green fluorescent protein. 

See 102(b) rejection above for what the '501 patent teaches. 

The '501 patent does not teach measuring DNA synthesis as an amount of 3 H 
thymidine incorporation or measuring green fluorescent protein. 

However, the '801 patent teaches at columns 24 and 26 that DNA synthesis as 
an amount of 3 H thymidine incorporation or measuring green fluorescent protein 
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detection are well known techniques in the art before the effective filing date of the 
instant application. 

Therefore, it would have been obvious to one of ordinary skill in the art to use 
DNA synthesis as an amount of 3 H thymidine incorporation or measuring green 
fluorescent protein detection with a reasonable expectation of success, given that the 
'501 patent teaches that a SAK protein is involved in cellular proliferation. One of 
ordinary skill would be motivated to identify a compound that dilutes the green emission 
as an candidate that might be inhibiting cellular protein, or the compound that inhibits 3 H 
thymidine incorporation in DNA of the cell as a possible candidate for inhibiting cancer 
cell growth, given that the '501 patent teaches that a SAK protein is involved in cellular 
proliferation 

Claims 9, 37, and 38 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over US 5,650,501 A (22 July 1997) in view of US 5,589,356 A (31 December 1996, the 
'356 patent from now on). 

Claims 9, 37, and 38 are interpreted as drawn to method of identifying a useful 
circular peptide by determining whether or not said circular peptide affecting cellular 
proliferation when said compound is contacted with a SAK polypeptide encoded by a 
nucleic acid hybridizes under stringent conditions to the nucleic acid encoding the 
instant SEQ ID NO:2 protein. 

See 102(b) rejection above for what the '501 patent teaches. 

The '501 patent does not teach a circular peptide. 
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However, the '356 patent teaches (at the front page) a circular peptide and also 
teach that a usefulness of a circular peptide as a therapeutic has been recognized in the 
art before the effective filing date of the instant application (note column 3, lines 3-4). 

Therefore, it would have been obvious to one of ordinary skill in the art to add a 
circular peptide to see whether the circular peptide modulates cellular proliferation, 
given that the '501 patent teaches that a SAK protein is involved in cellular proliferation 
and the '356 patent teaches many circular peptides. One of ordinary skill would have 
been motivated to screen a circular peptide with the art-known detection methods as 
described by the '501 paten, given that the '356 patent teaches that a circular peptide 
might be a candidate therapeutic. 

Conclusion 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to MISOOK YU, Ph.D. whose telephone number is 571- 
272-0839. The examiner can normally be reached on 8 A.M. to 5:30 P.M., every other 
Friday off. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Jeffrey Siew can be reached on 571-272-0787. The fax phone number for 
the organization where this application or proceeding is assigned is 703-872-9306. Any 
inquiry of a general nature, matching or filed papers or relating to the status of this 
application or proceeding should be directed to the Judy Ladringan.for Art Unit 1642 
whose telephone number is 571-272-0536. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 



MISOOK YU, Ph.D. 

Examiner 

Art Unit 1642 
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